Calcitonin gene-related peptide (CGRP), a neuropeptide contained in primary sensory neurons, has been demonstrated to be synthesized and released by rat lymphocytes in our previous studies. In this study, the release properties and molecular characteristics of CGRP such as immunoreactivity (CGRP-LI) from lymphocytes were compared with those from dorsal root ganglia (DRG) neurons by using CGRP-specific RIA, reverse-phase HPLC, and RT-PCR. Con A and IL-2 could trigger CGRP-LI release from lymphocytes in a timedependent manner. After 3 days stimulation with 4 µg/ml Con A, the level of CGRP-LI released by lymphocytes was increased from 77.4 Ϯ 9.6 pg/10 8 cells to 191.1 Ϯ 13.6 pg/ 10 8 cells and increased further to 374.5 Ϯ 38.3 pg/10 8 cells after 5 days. Stimulation with 750 U/ml human IL-2 recombinant (rhIL-2) caused a significantly elevated CGRP-LI release from 75.4 Ϯ 6.5 pg/10 8 cells to 266.2 Ϯ 16.2 pg/10 8 cells after 3 days and to 469.1 Ϯ 43.2 pg/10 8 cells after 5 days. Con A and IL-2 also augmented CGRP mRNA expression in lymphocytes. In the tested period (1-5 days), Con A and rhIL-2 had no stimulating effect on CGRP release from DRG neurons. In contrast, a high concentration of potassium and LPS could induce an acute release of CGRP from DRG neurons, but not from lymphocytes. Lymphocyte-released CGRP-LI was shown to coelute with synthetic rat CGRP (rCGRP) and DRG neuron-released CGRP by reverse-phase HPLC. In addition, to displace 125 I-CGRP from CGRP antibody by lymphocyte-released CGRP-LI was similar to that by synthetic rCGRP. These data suggest that lymphocyte-and nerve-derived CGRP-LI are similar in terms of immunological characteristics, molecular size, and polarity. However, lymphocytes secrete CGRP-LI in response to different stimuli compared to nervederived CGRP.
INTRODUCTION
Different stresses, such as colds and infections, cause organisms to respond with complex adaptations involving bidirectional communication between the immune and neuroendocrine systems. There is accumulating evidence from both in vitro and in vivo studies that various neuroendocrine products, including hormones and neuropeptides, are found in both central and peripheral immune organs. Corticotropin was the first de novo synthesized hormone found in the immune system (Blalock & Smith, 1980) . Since then, more than 20 kinds of peptide hormones and neurotransmitters have been found to be synthesized in immunocytes (Weigent & Blalock, 1995) . In addition, the immune system has been found to bear receptors of almost all of these hormones and neuropeptides (Homo-Delarche & Dardenne, 1993) .
Calcitonin gene-related peptide (CGRP) is a neuropeptide considered to be the
